The role of palmitoyl-protein thioesterase in the palmitoylation of endothelial nitric oxide synthase.
Palmitoylation of eNOS is required for targeting to plasmalemmal caveolae and agonist-promoted depalmitoylation leads to eNOS translocation, modifying the agonist response. To date, one palmitoyl-protein thioesterase (PPT) has been purified and cloned. To explore the role of PPT in eNOS palmitoylation, we first established that PPT mRNA and protein are expressed in endothelial cells. Coexpression of PPT and eNOS in heterologous systems (COS and Sf-9 cells) resulted in a marked reduction in [3H]palmitate labeling of eNOS. We found, however, that co-expression did not alter subcellular targeting of eNOS, but that [3H]palmitate incorporation into cellular lipids, in particular palmitoyl-CoA, was significantly reduced. These results suggest that while PPT expression can significantly alter cellular lipid metabolism, it has no effect on eNOS palmitoylation.